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HH#£l] TSB©5£: 
A-R-NH-Y-CH 2 -0-C0-Q 



ffi$E#¥ 11-3041125 



#5£ 10—140915 



m&mi 0] 7 ^ y S5:f t S Eift^*^T 5 ; Sl:^ U t A-R-NH-Y-C 
H 2 -o-co-i:^bfe^^ l -frb 9 cdv\1-*^i^ l ?%KWZM(Dm%M&fo a 
Hf*£i i] rafb-£*#(is,9S)-i-rs ;-9- ni^;i/-5- ^;p^-n-2,3- 

£?b: Kn-9- Fn3rS/-4- ^.^;i/-lH,12H-^>y [de] bf^y [3* ,4' :6,7] -f 
> KU VJ [1,2-b] dpy y >-10,13(9H,15H)- t?:fr>T*&5ff ^lOfClB^©^ 

[ff3^1 2] E #-Gly-Gly-Phe-Gly- 7?fe<5>»^ll{C|2^©^^#: 0 
13] R' -NH-Y-CH 2 -0-C0-Q (z£tp\ R'-Sl f@©7^ ^ mXlt^Zf^ 

£*\,T^&V^£*tl/ ; YteS^Sfc^t LTV^Tfc iv^crr: ; Q 

14] Y #MM&P- 7 1 — 1/ > m $> »J , R ' ■ # H-G 1 y-G 1 y-Phe-G 1 y- 
•e^Sti*3S*e»y, BO^t-&«>#(is f 9S)-i-ys x^;i/-5- :?;i/;frn-2 
,3- ^t: Kn-9- ^^;i/-lH,12H-/<>^/ [de] tf^y [3' ,4' :6,7 

] ^fy^VP J [1,2-b] dp^ y >-10,13(9H,15H)- y^->"efe-2>«*^13lC|S^ 

[M15] 

A-R-NH-Y-CH 2 -0-C0-X 

3li£fc 3 tbT^T ! fe>«i:^:7:iL-U:/£S:3%L ; Xtt7fcM», -0-M (MIZ% frtflr 
[0 0 0 1] 



£BSE#¥ 11-3041125 



9$^- 10—140915 



[0 0 0 2] 
[0 0 0 3] 

BNg&BB W094/19376-&JCW:, S/;i/«£^t-&#^©#;i/>ff * 

$/;i/Sfc^^F^ (r^^Bt» i~8) *ir as*;,. s^cro^K 

[0 0 0 4] 



3 



ffitE#^ 11-3041125 



10—1409 1 5 



, 279, 1994) ; r#,$g-^^- K- K3f V $/>^Hr#lcgrr *W^5 • #ft«r 
«i:8i;ffi*a&*J («9EB#aM&tt»^¥£8*?M©J*, 292, 1994) ; f&19 
0ffl3fcl»$8»fcMr^:*-- (BSSia«fl|^«) Hii, D-9, 1995 r#.fl§# 

y#W2±, B^Mfc^, SIE$9gg&, 51, 1995) &i?©#^#S><&. S£ 

KSi:$:^ffl^-a•fc-&fe^75)^^$4^Tv^-g>** (Dubowchik, 

G.M. , Tetrahedron Lett., 38, 5257, 5261, 1997), JtfB© <fc Z> teM^iS-fa £ 
[0 0 0 5] 

1*&Z£tfT*gZMWm&ib*&m?£Z£lzmvh^t=. (W097/46260) o Lfrb 
&®><DMMmmtf<& fbt^^-* - ( ^ ^ # - if ic £ * in 

[0 0 0 6] 



ffiIiE4#¥ 11-3041125 



10—140915 



[0 0 0 7] 

^^r=.mm^mz^x, m*^— v—£.mmfc&m£e>miz2 *>izt$ 

MWt& Z.£tfX*gZ£ V^#«#&S. 

[0 0 0 8] 
*^^{C«ktlli> T8B©^(I) : 
A-R-NH-Y-CH 2 -0-C0-Q 

*StlSSI4WS-^#««il«S*lS. maWlMfrbVZ* R* -NH-Y-CH 2 -0-C0-Q (5£t£ 
; TBSg)^; : A-R-NH-Y-CHq-0-CO-X (5%cK A & ^#SflsT«&S1^fr^-£ 



mSE#^ 11-3041125 



#^ 10—140915 



[0 0 0 9] 

tfffimmmx&ifCi£&fflT*&&±mMm&&fo ; A-R-NH-Y-CH 2 -o-co-*:gi§ft;iir 

ft©7? ; mntf%£&vfe±mmm&&fo ; Mtftc g^b-a-was,9s)-i-r 

^ 7-9- x^;i/-5- ^;i/^-n-2,3- s^t: Kn-9- /\>f Kn=3fS/-4- ^^;v-ih,12 

H-^>!/[de]tf^7 [3' ,4' :6,7] > K U [1 ,2-b] 3f 7 U >-10,13(9H,15H) 

[0 0 10] 
[|§^®H^©^] 

^^ICJ: 5&(I) : A-R-NH-Y-CH 2 -0-C0-Q T^S*! 

m.mt&m£Lx&. A-R-NH-Y-CH 2 -0-CO--e^$tl^S©^;i/>K^i;i' 



mSE#¥ 11-3041125 



dff 5p 10—140915 

[0011] 

xmrnmiz mmit&mvmm t it. a-r-nh-y-ch 2 -o-co-t*^i snsi©* 

-y-ch 2 -o-cooh T*mztiz>*ji#*i/;imi:<DKj& (fflx.lXffiTkffi&teZ) ICJ: 

&mz&#:~?2>®ftMm.(DZh:X*$>Z>. #|Pttf> BfHb-&«# D-NH 2 , D-OH, & 
t>* D-SH BySMfc^ft©3SS«-£*l-?*l D-NH-, D-0-, D-S 

NH-Y-CH 2 -0-C0-NH-D, A-R-NH-Y-CHg-O-CO-O-D feZ? A-R-NH-Y-CHg-O-CO-S-DT*^ 
■tZ.£tfT*gZ> 0 tioi:^ A-R-NH-Y-CH 2 -0-CO--e^$tlSSi:g^'fb^#I^ 

t. © ii±sa© .% <d k mmt* n s ^ t « & v ^ 

[0 0 12] 

87746 #^»lCSB*S*lfe*Filfi*^ fi : *U<tt»^2K:|B*Snfc (1S,9S) 

-l- 7$ J -9- x^;i/-5- ^;i/^-n-2,3- i/t Kn-9- m'kd^m- 

-lH,12H-^>y [de] fcf^y [3' ,4' :6,7] KU ^/[1,2-b] J U >-10,13(9 

h,i5h)- vnrym &z<nttmmM<D?%m$:ftmizm*<^z>z.£rfT*gz> 0 ittc 

^ift^&k Xli^7xtAi, 7ji/7itAi, i?^n7it^, ^fy*y°ny 

[0 0 13] 



ffiSE^ 5 ? 11-3041125 



4#¥ 10 — 140915 

„ ru^jvm (/<>v^;i/«&if) . ^n7'J-;H ( 
trusts, 3vy;i/«&£) , 7$;i, =e;f b< tt^fgJi&r^AT^ ^ 
a, ^wt^-f;^ — hna, i/7;i, ®t7;i/^r^x;v7-<-;i/a, 
7;i/3r;i/;*;i/*— ;m{£^7;i>3f;i/^;*afc££#tf sri: 

[0 0 14] 
[0 0 15] 

R-vmztizx^-v-t urn i ^ y m&^frx^--9--3Ui^^ 

e>**l^tllfi©**iR^■&Ofl«©*Si3SS:l!S^v^fc3S3SS:«l*•r«) . 



tfifiE^^ 11-3041125 



10—14 0915 



zf? F%5&Lfr2te\\L8m<D7$ ;m$:&ti*V 3*7? KCDJgg (N5fc»© 
<Dm&lZl$Z})\stf3ri/)bm) X NH-Y-CH 2 -0-C0-QlC^^-^ K*£-& 

[0 0 16] 
[0 0 17] 

o&otea-T^ smears. jwnt> ^^-^-^xmmt&mzT&mhfc®. 

[0 0 18] 

S;ift©383£&3*U Z ttgi*tt7S>>»©3£3S&a*U -X-Z- &8JuM£T^y 



9 



m£E#¥ 11-3041125 



10-140915 

©HBUSIUffiW (M^-^-X-Z-X-Z-, -X-Z-X-Z-X-Z-fc if) fc^LTVATt^V 1 *,, 
[0 0 19] 

tmm^^n^m^hxm^ft^^m^t. ##i»©i£«rtfr&#© 
&£i,^mftmmx2bz>o mm4£&&<Dmmz.isX* mmiz^vt^mm^m 

. -X-Z- Ta<S*i*±fi0^^f K3SH^&35fe*^«^—9— XJiflt^-^^ K 
[0 0 2 0] 

£(Dm&frb&&L^x^-v-*mM?&&mtf%>2>o — mmz^ mm 

[0 0 2 1] 



1 0 



ftfE# 11-3041125 



10—140915 



, C*«WK:g||'ffc^©JSI£^|g^'tS. D-Phe «D-7ai-^T5->»l6«: 
f0ffi©T^;iliL-r^i^f o fcfc, £«»ft<Z>*/.MiK*y;i/ 
if^>^:U^htc.m^}m^(D Walker 256 y h 

ft, Walker 256 fij|5*; h©H3»»&K:feW-*3e»S6K#y^tf*/>«ft 

lCj:oTfi|£Lfc. ) o K*y^/lfS/>K:^U'Ttt (N 5fc3g)-Gly-Gly- 

Phe-Gly-^©$gB#imiciS*lft CD E^fc^ ^JUtt" 3 d £ #T? £ 5 * ^— £ 

[0 0 2 2] 

(a) ««»ft#:*£V*;*'<--i*-- 
-Leu-Gly- 

-Tyr-Gly- 

-Phe-Gly- 

-Gly-Phe-Gly- 

-Gly-Gly-Phe-Gly- 

-Gly-Phe-Gly-Gly- 

-Phe-Gly-Gly-Gly- 

-Phe-Phe-Gly-Gly- 

-Gly-Gly-Gly-Phe-Gly- 

(b) mmmm^itm^^^x^-^- 

-Gly-Gly-Phe-Phe- 

-G 1 y-G 1 y-G 1 y-G 1 y-G 1 y-G 1 y- 

(c) MM&mtfitm&l'bZ^X'*-- fr- 
-Phe-Phe- 

-Ala-Gly- 

-Pro-Gly- 
-Gly-Gly-Gly-Phe- 



ffiHE#¥ 11-3041125 



10—140915 

(d) aemas^sv^^— 9— 

-Gly- 

-D-Phe-Gly- 
-Gly-Phe- 
-Ser-Gly- 
-Gly-Gly- 
-Gly-GIy-Gly- 
-Gly-Gly-Gly-Gly- 
[0 0 2 3] 

yn-zi/jg; 7KU^*;i/^^>m. #VTxrt?*f>Wi. < ttsKU U Pytetf 
(Dtfvrs- JmM; £7U£N-(2- t: Kn^r^^n tf;i/) *#?y;i/7^ KSNffle 

[0 0 2 4] 

£yjMfrl$lc«, ITU Mill #«| 

yWt. *9?-yWL> TJ\s*c>M, 3>KD-ff x ^/*v yt£E<D&mM<D&fr 
. zfjv^y, T^^-xh^y. ^y±y, =¥^>, -Y*y>, ws s > % 3f*/^>, 

* £ *f L T # ;i/ jK */ ;i/ S £ ^ "T £ W t& « & 3* A L £ % <D if £ m V * -5 3 H & 
[0 0 2 5] 



1 2 



m£E4#¥ 11-3041125 



#^2. 10-140915 
© # ;i/ >K ^ */ ;i/ g £ m 7s t- ;i/ $ % (Z> & E £ # A tc M V * 5 3 £ ft X*£ 2> . 

Jltf*c-*/C 1 _ 4 T)l'*rJl7 : *rZ. h^>/Jf U T Jin- JV^jj )Vtf*r t/C^T ;i*cJV7° 
[0 0 2 6] 

[0 0 2 7] 

*jvtf*i/C 1 _ A T)v*jiT*xb?>tfVTj]szi-jvzm&?£t=.itoizm\>^^ 

3rX h^>C0g^li#{C|5S^$tl*r. a-D-1,6- Jg-&-8:tt*©«teT?-£A/T? V*T 
=fo<fc V> 0 a-D-1,6- ^©#J-^^ 85XJ£Lt. 90% J^Jt, Xtt95X J^JtCZ) 

&V^, #|x.t£ 10,000 2,000,OOOjjS^©=fo(D, $££L<«: 50,000 @ 



aiiE#^ 11-3041125 



1 0—140915 

[0 0 2 8] 

:/nif;*->& v a-#n;i/g&^ jS-^n;i/St, r - * uj\/mWi^^<D/\uY 
Krx «^ fc # ;i/^^r s/c 1 _ 4 r;i/ ^;wb-r e 3 i: ic <t y ^ ? z n ^ 5 . 

[0 0 2 9] 

J&*6^&£ y 0.01-2.0 (D^g, ^*L<tt 0.1-1.0 ©f§HT*&£o 
[0 0 3 0] 

±8B©«fc^^LTW«SnST^*y^M*©^JK©^«SI^©«^ ^17 

(D&ommogr'mmmm*, mnmiz^^^^mmmm^izismmizmmx 



miSE#¥ 11-3041125 



4$ 3£ 10—140915 

n-^^jufuVPy. N-*^;i/t^y *Jy. n-*^;^;]/^ y ^^5=- 

[0 0 3 1] 

h V ?A&&zMC?gfl?U Bio-Rad AG50W-X2 (200-400 ;* >y Sxzl, H + 

CDflMI £ $ -it £ £ £ fc <fc o T — ZDgTfgifc £ ft 3 Z. H % nSffi T~3b Z> 
[0 0 3 2] 

*$&m<z>my>)&&mz. mah r'-nh-y-ch 2 -o-co-q (^<DMmit±mt.mm 

jin-;\,<Djj;i#3ri/;\,m£*:mT5L K^tcj: y z: £ ic j: y gBg-f 

N,N'- Vi/Z W\3ri/Jll]fl,tfi/^ * K(DCC)©J:?&N,N'- 

) rt/UsKSM $ F(EDAPC) m<Dj])\si$VJ ^ KBSSMfc, l-tKn^i/^>!/h'J 
T x /-;i/(H0BT)(Z)J:e)^^>y*h y 7y-;Hi#:0S)i)\ 1-x h^ri/^;i/3^- 
/1/-2- xb^*/-l,2- Kn^S/^y y >(EEDQ)&£*£M^sr £#T*££ 0 

*fc» ? gH£x;*^;i/&^/\^>f p&&£tcj: ygj c sfeffo T fc «fcv^ 

[0 0 3 3] 



ffifl^^ 11-3041125 



4f^l 0 — 1 4 0915 
NH-Y-CH 2 -0-C0-Q: H-RliN^*^M$tlT V\£ k. £^8?^ <5 3 t 

&zfm&*£<Dm*fr*>m%:miR-t'<%T*&2> B -8stmiz&. o.i~3om* 

%, #£b<te 2~15m*%@S©^ffl&^-rszii:^T*^-2> 0 H^iSttiC^ 
[0 0 34] 

[0 0 3 5] 
[0 0 3 6] 



1 6 



ffiM^ 11-3041125 



10—140915 



[0 0 3 7] 

fflt. it i&jfcicftgt s *i * £ © £ e> & E^o$g^j^^«_hia®# k ps^ $ n 

ifSrS&SBL/TSfc^-r^ffTfeS. Mill #^6-87746 #^#(D»^^2{C^ 

*& 0.1—100 BgSS, #&V<\*1& 1—30 mg ©I5HT — EaS#b. 3—4 
[0 0 3 8] 

M©«^e>ai«s*i**»ro<Dfl:^fttt, TfB-flgsSdi) : r' -nh-y-ch 2 -o-co 

tl&o £©fl;-£«UC;fc^T, Y^«liBij|p-7 3i— l/>aSTf&y, R* A* H-Gly-Gl 
y-Phe-Gly- t*Sn5fiTf*»J, BHft#«J3^ (1S,9S)-1-T$ 7-9- 

^;v^-n-2,3- s^n Kn-9- Kn#i/-4- ^^;p-iH,i2H-^>'i/ [de] if ^ 

7 [3' ,4' :6,7] >f> KU £>V [1,2-b] # / U >-10,13(9H,15H)- S^^t* 
[0 0 3 9] 

TffiCD-«5£(III) : A-R-NH-Y-CH 2 -0-C0-X [5*;^ AfcM&fcfflttT'&SiS 



ffiSE^^ 11-3041125 



10—140915 

LTf^ffli--5 : fe;©T^tl{^v^*^^S*©S:MV^T% J:V^^ > MxH SUUR-? 

So ^;(ii)xii^(iii)icfe^sY. q, ;mR&£tf>iB#tt::i£(i)tco^ 

[0 0 4 0] 

H^M^ ^J^JK^^^^^^^rX h^rtf U 7frn-fr<Dij frit 

h y ?A*?MlC?§8?LT 0.1N &MT*mfe-t2>Z£lZ& y *;b/K^r 
t/^^;!/^^^ h^>JKy T;i/=l-;i/CD^- h y »?Ai&0D7K^M$: Bio-Rad AG50W 

mmnvx o.in ftsrewjtLfc. mn(DmmM^s(mg) > o.in *M;^hy? 

A*»ft©ffi5£ift!|il*& a(ml), O.IN SM©M5tft£b(ml) £ U :*j;i/3}?3f S/* 
^MbS^lS^Ca-^/ts-S.SCa-b)] (D&IZZ V$ttbtc 0 H^O^A* (M 

4%) tt, m«©Wttf»4X&#Jffibfc«ft£#*T (362 nm^jfi) fr*>Jfr&>t=. 0 3 
e>lC, ^»jftffitt*<3D^#JC|a!oTffofc (#^i=s : TSK gel G4000 PW XL% 
mW. : 0.1M NaCU : 0.8 ml/min % fi^^UM : 40"C) „ 

[0 0 4 1 ] 

* fc DX^951tt#W¥6-87746#4!tf8©3f 2 JC8a*S tlfcESSIflS^T* 



1 8 



ffiSE#¥ 1 1-3041125 



10-140915 



*J> -C0-DX-8951ii^E^t-^^©l-'ST^ J Mtf-CO-vm^tlZti fritf— 
£s<Zf* K^$:^LTV^S3ilS:^1- 0 DX-895Hi^* h>*#BB«S:gl, 

[0 0 4 2] 
Ut 1 ] 



mSE#5p 11-3041125 



10 — 140915 




[0 0 4 3] 

Ml : 33J\s#*ri<'*^J\'"r*rX b^ytfV T;b3-;i/-Gly-Gly-Phe-Gly-NH-p-C 6 
H 4 -CH 2 -0-C0-DX8951 

N^>T500(20 g,7 7^Vj/7tSi ^* 500K) £ 0.1M i^ift(p 
H 5.5, 2000 U i©3 ^fit®^ h V V A (66.0 g)©7K^M(2000 ml)£ 

j&Dx.fc 0 3fi3feLfc#&4t:T?10H|ffl3i#Lfcft, if U>^'J 3-^(14.0 il) 



2 0 



ffiSE#^ 11-3041125 



#3* 10—140915 

Kilt, f=5r^ h9>aKU r;i/3-;Kl0.5 g)£#fc 0 £©4Mt©#^*U>» 
[0 0 4 4] 

i®f^h5>JK'J7^a-A/(7.5g) Omit-t-h V *A(31.5 g)£;tfc(2 

jS$t£@f^T*pH£8 ICiSSfLfegU ? X-50 V\fc|&*Mtj®&lc 

h^ytfVTfr^-JVOi- b V *Ai&(8.5 g)£^£„ Z1©%®<Z>£^* 
[0 0 4 5] 

Boc-Gly-Gly-Phe-Gly-OH (875 mg) % 4-T ^ ^ i?JVT)Vn -;i/(492 mg) , N, 
N-^^^^A7^ K(10 ml)<2*g£-i|£jjc, 1-oq h^r^^;i/^-;i/-2- a: h^r 
5/-l,2- VM Kn^PS/^y U >(989 ■*) &flH;tfc. ^aT-flft0tJ^b&««e>iEJ«: 

(^ffiM: ^^D0^>: * # V -;i/=96:4 T5|i§S UTft^(2) 5:800 

mg #£o 

VNMR (DMS0-d 6 ) 8 : 9.73(s,lH), 8.38(s,lH), 8. 17(d, 1H, J=7.2Hz) , 7.91-7.9 
3(m,lH), 7.56(d,2H,J=8.0Hz), 7.24-7. 26 (m,4H) , 7.24(d,2H,J=8.0Hz) , 7.17-7 
.20(m,lH), 4.50-4.54(m,lH), 4.44(s,2H), 3.66-3.94(m,3H) , 3.63(dd, 1H, J=4. 
8, 16.7Hz), 3.56(d,2H,J=5.6Hz), 3.09(dd,lH,J=4.8,13.5Hz) , 2.83(dd,lH,J=9. 
6, 13.5Hz), 1.38(s,9H). 
[0 0 4 6] 

(2) (465 mg), ¥X (4-— hD7i — AO * - K522 mg), V >{ V 

^nif;i/xy;i/r^ xo.224 mi), 4- iv *?-)vt $ j ) try s;>ao.5 



2 1 



miiE#^ 1 1-3041125 



4$¥ 10-140915 

«: ^^DD^$>: ;* # J -;i/=99: 1 ^) T*«§g ltft^«(3) 5:205 mg^ 

1 H-NMR (DMS0-dg)6: 9.88(s,lH), 8.40-8. 42(m,lH) , 8.31 (d,2fl, J=9.5Hz) , 8.2 
7-8.28(m,lH), 7.92-7.94(m, 1H) , 7.67(d,2H, J=7.9Hz) , 7.55(d,2H, J=9.5Hz) , 7 
.41(d,2H,J=7.9Hz), 7.24-7.26 (m,4H) , 7. 17-7.20 (m, 1H) , 6.93-6.95(m,lH) , 5. 
25(s,lH), 4.50-4.53(m,lH), 3.77-3.95(m,3H) , 3.61-3.66(m,lH) , 3.55-3.57 (m 
,2H), 3.08(dd,lH,J=4.8,13.5Hz), 2.83(dd,lH,J=9.5,13.5Hz) , 1.38(s,9H). 
[0 0 4 7] 

ffc-&^(3) (185 mg), DX-8951 <D* # >^ig(152 mg), 

>Vh UTy-;i/(54 rag), i?-f y^ni^;i/X^;i/T^X0.093 ml)fe«];t;N,N- 

^fA*M7^ K(20 ml)©?i^r%$:^T*2 H^^bJfe^e>^$i±fc 

«: ^nn^*>: 7-;i/=96:4 $g«0 U f#<D*l7^fi@tt£S 

>: ;* #v>-;i/=97:3 T?»«|LTffc^4if (4) %130' «g»fe D 

1 H-NMB (DMSO-dg) 8 : 9.84(s,lH), 8.40-8.41 (m,lH), 8.19(d,lH, J=8.0Hz) , 8.0 
4(d,lH,J=8.8Hz), 7.92-7.93(m,lH), 7.74(d, 1H, J=ll .1Hz) , 7.63(d,2H,J=8.0Hz 
), 7.37(d,2H,J=8.0Hz), 7.32(s,lH), 7. 24-7.26(m,4H) , 7. 16-7. 20(m, 1H) , 6.9 
4-6.95(m,lH), 6.48(s,lH) , 5.46(d,lH, J=16.7Hz) , 5.41(d,lH,J=16.7Hz) , 5.24 
-5.34(m,3H), 5.08(s,2H), 4.49-4.52(m,lH) , 3.92(dd,lH,J=5.6,16.7Hz) , 3.85 
(dd,lH,J=5. 6, 16.7Hz), 3.78(dd, 1H,J=5. 6, 16.7Hz) , 3.63(dd,lH, J=4.8,16.7Hz) 
, 3.54-3.56(m,lH), 3.31-3.33(m,2H) , 3.08(dd,lH,J=4.8,13.5Hz) , 2.83(dd,lH 
,J=10. 3, 13.5Hz), 2.38(s,3H), 1 .86-1.89(m,2H) , 1.37(s,9H), 0.88(t,3H, J=7. 
2Hz) 

Mass (FAB); m/e 797 (M+l) 
[0 0 4 8] 

ffcl^%(4) (98 mg)£ S V 7fr*umWt(1.5 "OfCSSfrU 1.5l$Hifcfi'Lfc. M 



2 2 



miiE#^ 11-3041125 



^i(Z 10—140915 

5) £100 mg#fe D 

1 H-NMR (DMSO-dg) 6: 9.86(s,lH), 8.48-8.61 (m,2H) , 8.37(d,lH,J=8.3Hz) , 8. 
00-8.20(m,lH), 7.75(d,lH, J=10.7Hz) , 7.66(d,2H, J=8.8Hz) , 7.41(d,2H,J=8.8H 
z), 7.37(s,lH), 7.24-7.27(m,4H), 7. 17-7. 19(m, 1H) , 6.48(s,lH), 5.72(d,lH, 
J=19.0Hz), 5.33-5.48(m,3H), 5.23-5.30(m,lH) , 5.08-5.11(m,2H) , 4.58-4.61( 
m,lH), 3.84-3.99(m,3H), 3.71(dd,lH, J=4.9,16.6Hz) , 3.56-3.66(m,2H) , 3.22- 
3.30(m,lH), 3.12-3.18(m,lH) , 3.09-3.11(m,lH) , 2.78-2.83(m,lH) , 2.46-2.57 
(m,lH), 2.38(s,3H), 2. 18-2.23(m,lH) , 1.82-1. 93 (m,2H) , 0.90(t,3H, J=7.3Hz) 

[0 0 4 9] 

ft -£#(5) (95 mg)£7fc(5 ml) £ * $ J -;i/(10 ml){C?§B?Ufc 0 ZLOD^S, _h 
T*&btlft*m/tf*r is* 3-^*7. h^>/KU T;i/n-;K35^- h U ?A&(600 m 
g)&7fc(10 ml)£* # ;-)b(20 ml)lzmiWf~mmztox.fco **tt*^/3KS?>f 
^ K(26 mg). 1-t Kn^M>l/h'J7 v /-;Kl5 mg) £#tl3.£:^, 0.1 Mfe* 

K(13 mg) ^Mks ^STf— IftSJSS^fe. M^{C^(500 ml)£ 

L^m^mm^o.imm^ti-bv^^mm.T pH9^u ati&jgi(o.i6 v.* „ 

0.22/Am)T^igl,fe^, »ie(£«eLT^%(6)€:490 «g#fc 0 0.1M 
i&lti- b V V ^mmiZ^M^ GPC : jfty-TSK Gel PW-4000XL, 

&: 0.1M NaCU : 0.8 ml/min) "e##f bfcMJII, &tf#fc^ft©SS*M»!ft 

JKX^? WKO.IM h U TsWlWW., PH 10.0, 0.20 mg/ml) & -e^tlBI 1 £ J: 
^EI2lC^-r o *-ft^«i©BSIIIfl:-&<&JSSCD^rJIS:0.1 H bU^ifft(pH 10.0 
):7th-h'j;i/=7 : 3 #T"C£366 nmJC;m^£l&)fcSlcSt5 V^^4 L h 
(W/W)T*&o£: 0 
[0 0 5 0] 

#12 : l!6*tt^#^&©EISfl:^.W©ffillt 



ffiSE#¥ 11-3041125 



10—140915 



8 /Kg/ml), 20B£TOC^II$*l£DX-895l£5£4Lfc., X^— b"^DX-8951 £: £ 
P-T ^ 7 ^ y V)V # * y *s )\y )im £ it 2 I s ic*££- L ;Mfc-&# £ §SBg U T itm 

[0 0 5 1 3 
[*2] 





3R 


M 1 <Z>fc£»4b 




Meth AJfc^-i^ — 


h (pH 4. 5) 


37.7 


0. 106 


Meth A^v?^- 


K (pH 5. 5) 


38. 1 


0.034 


Meth A**$?* — 


h (pH 6. 5) 


4.25 


0. 000 


(pH 4. 5) 




0. 190 


0. 000 


(pH 5. 5) 




0. 178 


0. 000 


mmm (ph 6. 5) 




0. 171 


0. 000 


(pH 7. 5) 




0. 138 








0. 186 





[0 0 5 2] 

Meth A$ffflg (murine fibrosarcoma Meth A) £ BALB/c ^V^^^^ffiLTMeth 

i2C^t. * li^^h^T'tSi^U^^b (*** P<0.001, ** P< 

0.01) , ^#*«DX-8951©M7K3Slli^«©fi*lcmBbfe=b©$:^L, IRteS 

[0 0 5 3] 
[ffe3] 
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BWLmax' 


N* 




Cvncr /If or j 




11\ v*/ 


ynj Luayj 






0 


2. 315±0. 366 


0 


<0 


0/6 


mi (*mm) 


7.5 


0. 008 ±0. 002** 


* 100 


24. 8 [15] 


2/6 




5 


0.019± 0. 004** 


* 99 


2.9[13] 


0/6 




2. 5 


0.061 ±0.016** 


* 97 


<0 


0/6 




1. 25 


0.610±0. 180** 


* 74 


0.3 [8] 


0/6 




0.625 


1. 247 ±0. 280** 


46 


<0 


0/6 



[0 0 54] 

[01] *I§^©^^^(M1)<?)GPC h*^-tmT*$>z> 0 

[0 2] h^S^f0t$,5 o 



2 5 
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mm&] mm 
[®i] 




i 



ffifE#^ 11-3041125 



#±£ 10 — 140915 




250 300 350 400 450 

(nm) 



2 
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mm] 

TfS5£ : A-R-NH-Y-CH 2 -0-C0-Q (A fct fc^* 3# 



i 
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df$5p 10 — 140915 



iGLffixizmm] 
[&&xi*&m 



000002831 

3KJCfP»t»*EH*«3TB 14|flO§ 

^SfA 
100096219 

m^fp **gAiai its8#i2# mm amm 

-Tgbf;i/7Pg 



IE*B 



100092635 

JfcfcfWJfeEASW 1TB8-1 2 KfrAfi«H— 
T g 7 F 



i 
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Hi ffi A 
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l. SSMMB 

im 



1 9 9 0*£ 8H28H 

mm&m 

ft m B#* 3 TB 1 4#1 0 # 



ffiSE4#¥ 11-3041125 



